
The Procter&GambleCompany” * * “.’ ’ j” / * .- d 
Health Care Research Center 

8700 Mason-Montgomery Road, Mason, Ohio 45040.9462 

January 20,2004 

Division of Dockets Management (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 106 1 
Rockville, MD 20852 

RE: Comments to Docket No. 78N-036L; Laxative Drug Products for Over-the-Counter 

Human Use 

Dear Sir or Madam: 

Enclosed are three copies of comments from Procter &  Gamble on data and information previously 

submitted to the Division of Dockets Management after the administrative record closed, which the 

agency has now accepted for review (Fedeml Register: 68, No. 204,60302-60304, October 22,2003). 

Procter &  Gamble recommends that the Food and Drug Administration (FDA) accept the enclosed 

comments regarding: 

(1) active ingredients to be included in the final OTC laxative monograph; 

(2) wording of the Drug Interaction warning statement for laxative products; and, 

(3) terminology for Statement of Identity and Indications for bulk-forming laxative products. 

(4) Additionally, in light of new information regarding a submission that was made within a 

comment period, Procter &  Gamble respectfully requests that the agency review the 

method by which divided doses of bulk-forming laxative products were determined. 

Sincerely yours, 

The Procter &  Gamble Company 

P. LaMont Bryant, Ph.D. 

Regulatory Affairs Manager, Personal Health Care 
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January 20,2004 

Comments by Procter & Gamble (P&G) to Docket No. 78N-036L, Laxative Drug Products for 

Over-the-Counter Human Use, in response to Proposed rule; reopening of the administrative 

record (Federal Register: 68, No. 204, October 22,2003) 

Following are P&G’s comments on data and information previously submitted to the Division of Dockets 

Management after the administrative record closed, which the agency has now accepted for review. P&G 

requests the Food and Drug Administration (FDA) accept for filing these comments regarding the 

tentative final monograph (TFM) for laxative products, Docket No. 78N-036L (FederaE Register: 2124, 

January 15, 1985), prior to its publication as a final monograph. 

1) Re: Submission to Docket No. 78N-036L (October 23,200O) from Consumer Healthcare 
Products Association (CHPA), in response to FDA’s request for comments on several topics related 
to psylhum (Attachment 1) 

In response to FDA’s July 28, 1995 letter to CHPA stating that the final laxative monograph will only 
contain active ingredients that have USP monographs (plantago seed, psyllium husk and psyllium 
hydrophilic mucilloid for oral suspension), CHPA’s 2000 letter pointed out that psyllium hydrophilic 
mucilloid for oral suspension is a finished product rather than an active ingredient. The active ingredient 

is actually psyllium hydrophilic mucilloid. CHPA requested that, in addition to plantago seed and 
psyllium husk, psyllium hydrophilic mucilloid and psyllium (hemicellulose) be kept as active ingredients 
in the final laxative monograph. 

Since CHPA’s 2000 submission to the docket, a USP monograph has published (PF Vol. 30) for psyllium 
(hemicelluose), which is currently being reviewed (Attachment 2). It is expected to finalize January 1, 
2005. Consequently, P&G supports CHPA’s comment and requests that psyllium (hemicellulose) be 
maintained as an active ingredient in the final laxative monograph. 
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2) Re: FDA Response (Attachment 3) to Submission to Docket No. 78N-036L (Comment No. CP22, 
March 28,1996) from P&G; Citizen Petition requesting the agency to include a drug-interaction 
precautionary statement for all laxatives 

In the 1996 Citizen Petition, P&G proposed the following precautionary statement: “Laxatives may 
affect how well other medicines work. If you are taking a prescription medicine by mouth, take this 
product at least 2 hours before or 2 hours after the prescribed medicine.” The agency indicated in their 
response letter to P&G (November 6,200O) that they intended to recommend to the Commissioner that 
the agency include the following warning in the laxative final monograph: 

“Ask a doctor or pharmacist before use if you are taking any other drug. Take this product 2 or 
more hours before or after other drugs. Laxatives may affect how other drugs work.” 

P&G has reason to propose an alternate statement. According to 21 CFR 201.66 (c) (v), a drug-drug 
interaction statement must include the words, “Ask a doctor or pharmacist before use if you are.. .“, 
followed by the drug-drug interaction warning. To be consistent with this approach, P&G requests the 
agency recommend the following statement: 

‘Ask a doctor or pharmacist before use if you are taking a prescription drug. Laxatives may 

affect how other drugs work. Take this product 2 or more hours before or after other drugs. ” 

P&G wants to assure that the warning is appropriate to the issue. Although it is possible that OTC drugs 
have a potential to interact with laxative medications, P&G’s proposed precautionary statement 
selectively addresses prescription medicines for four reasons. 

First, specifying ‘prescription drug’ would focus consumers’ (and, subsequently, health care 
professionals’) attention on those medications used in treating medically significant illnesses or 
conditions, where avoidance of drug interaction would be most critical. There is precedence in the market 
place for specifying prescription drugs in the drug-drug interaction warning, e.g., Metamucil products and 
Phillips’ MO. However, several laxative products on the market do currently use FDA’s proposed 
warning statement. 
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Second, although some OTC medicines are used in treating medically significant conditions (aspirin use 
in cardiovascular disease is most frequently cited), in these cases the OTC medications are also prescribed 
by a physician, and therefore, may be thought of by the consumer in the same context as prescription 
drugs. Regardless, the proposed warning statement does provide direction that the laxative product 
should be taken 2 or more hours before or after other drugs; thus, consumers should not need to check 
with a doctor or pharmacist for every drug if they follow this direction. 

Third, as shown in the Citizen Petition, published literature supporting the recommendation for a 
precautionary drug interaction statement on laxative products primarily consists of cases involving 
prescription drugs. 

Fourth, as shown in the Citizen Petition, the vast majority of cases from P&G’s spontaneous Adverse 
Event data base suggested drug interaction involved prescription drugs. 

3) Re: Submission to Docket No. 78N-036L (Comment No. C144, November 23,1992) from 
Nonprescription Drug Manufacturers Association (NDMA) 

The NDMA (now CHPA) submission addressed physician and consumer understanding of various terms 
pertaining to the statement of identity (SOI) of OTC laxative drug products containing fiber. P&G seeks 
clarification in the final monograph of the agency’s response to this submission (Attachment 4), verifying 
that the phrase, “fiber laxative” is a viable alternative to “bulk-forming laxative” as a SO1 and that “Fiber 
therapy for relief of occasional constipation [which may be followed by “(irregularity)“]” is a viable 
alternative to the indication, “For relief of occasional constipation” [which may be followed by 
“(irregularity)“]. 

The agency’s response included the following paragraph, which indicates “fiber laxative” could be used 
as a SOI: “Based on the information contained in your submission, the Office of OTC Drug Evaluation 
concludes that the data generated from implementation of the proposed protocols would not provide 
sufficient evidence to change the statement of identity of bulk forming laxatives to “Fiber therapy for 
Irregularity.” The term “Fiber therapy for irregularity” implies that the drug corrects, avoids, or prevents 
irregularity; in our view, such claims would require the submission of clinical studies. Terms such as 
“Bulk-forming laxative” or “Fiber laxative” when used as statements of identity would not require such 
clinical proof because these terms do not imply prevention or long term correction of disease.” 
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From the preceding paragraph, P&G ascertains that “fiber laxative” may be used as an alternative to 
“bulk-forming laxative”, which is listed as the SOI in 21 CFR 6 334.52 (a). P&G requests that the term 
“fiber laxative” be included in the final laxative monograph. 

P&G deems there is an error in the following sentence found in the first full paragraph on page 5 of the 
agency’s response: “However, we might consider including the term “fiber laxative” as an optional 
(allowable) indication for bulk-forming laxatives in the final monograph as follows: “Fiber therapy for 
relief of occasional constipation” [which may be followed by “(irregularity)“]. P&G believes the term 
“fiber laxative” was used inadvertently and that the term “fiber therapy” was intended. P&G seeks 
clarification that this was an error and requests that the following indication be included in the final 
laxative monograph: “Fiber therapy for relief of occasional constipation” [which may be followed by 
“(irregularity)“]. This is in addition to the indication, “For relief of occasional constipation” [which may 
be followed by “(irregularity)“]. 

Procter & Gamble respectfully requests the agency review the following comments regarding the method 

by which divided doses of bulk-forming laxative products were determined. 

4) Re: Submission to Docket No. 78N-036L (November 26,1986) from P&G, regarding directions 
for use of bulk-forming laxatives (Attachment 5) 

P&G requests the agency reassess the method by which the minimum divided doses for bulk-forming 
laxatives were determined in the proposed rule (Federal Register: 51, No. 190, October 1, 1986). P&G 
proposes that the method used to derive the minimum divided dose for psyllium products ought to be 
equally applied to all other active ingredients. There were inconsistencies in this proposal pertaining to 
the minimum doses specified for the divided dose ranges of actives. For all actives except psyllium the 
newly established minimum divided doses are below the established minimum effective total daily dose 
cited in the TFM. Whether these actives are administered as a single dose or in multiple doses, the 
potential exists that all actives, except for psyllium, could be administered at subtherapeutic dose levels. 
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Since this proposed rule was published, additional bulk-forming laxative products have entered the 
market. Based on the fact that the rninimum divided doses of active do not correspond to the minimum 
effective daily doses specified in the TPM, the potential exists that the dose levels for these products are 
not effective. Therefore, P&G reiterates its request that the agency assure that the dose levels that have 

been recommended for bulk-forming laxative active ingredients besides psyllium are effective dosages. 

Respectfully submitted, 

P. LaMont Bryant, Ph.D. 
Regulatory Affairs Manager, Personal Health Care 

The Procter & Gamble Company 
8700 Mason-Montgomery Road 
Mason, Ohio 45040-9462 
Phone: 513-622-1830 
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Attachment 1 I 1 

Submission to Docket No. 78N-036L (October 23,200O) from Consumer Healthcare Products 
Association (CHPA), in response to FDA’s request for comments on several topics related to psyllium 



Producers af Qualq 
Nonprescription, Medicmes n,nd 

Dietary Supplements for SevCare 

CONSUMER HEALRICARE PR~IXJCTS ASO~IATION 

October 23,200O 

Charles Ganley, M.D.’ 
Director, Division of Over-the-Counter Drug Products 
Center for Drug Evaluation and Research (HFD-560) 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857-l 706 

Dear Dr. Ganley: 
Re: Docket No. 78N-0361; 

Some time ago FDA asked the Laxative Task Group of the Consumer Isealthcare Products 
Association (CHPA, formerly the Nonprescription Drug Manufacturers Association) to comment 
on the agency’s determination and comments pertaining to psylliutn (see attached letter from 
William E. Gilbertson, PharmD., July 28, 1995, regarding Docket No. 78N436L). The agency 
specifically sought comments on the following topics: 

1. 

2. 

? 3. 

4. 

Methodology to more accurately assay the amount of hydrophilic mucilloid, for a possible 
revision of USP monograph standards for psyllium preparations; 

Change in dosage xanges; 

Assessment of need for name changes so names are appropriate and consistent; and 

Review of compendial purity standards for PZaHfaga seed, psyl.lium husk, and psyllium 
hydrophilic mucilloid for oral suspension to ensure consistent and reasonable standards. 

This letter provides the CHPA Psyllium Subgroup’s msponses on each of these topics. 

Assay of hydrophilic, mucilloid 
FDA is requesting that manuf%.cturers of psyllium products work with the USP Convention to 
possibly revise the monograph standa& for psyllium preparations to more accurately measure 
hydrophilic mucilloid content, i.e., to consider inchrding measurements of muoilloid content in 
gram-weight (the c.ompendial standards measure the muciUoid content using swell volume 
methodology) and/or converting the swell volume to gram-weight. 



Charles Ganley, M.D. 
October 23,200O 
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CKPA members who manufacture over-the-counter (OTC) psyllium products consider the 
current swell volume methodology .sUfticient for measuring the content of psyllium husk and 
fragmented psylliuxn husk for oral suspension. The swell volume test is well established with 
much historical data; it is a test that manufacturing plants can use very effectively. Company 
studies demonstrate that swell volume is precise (precision is I .6% Relative Standard Deviation). 

In addition, a CHPA member company is working to establish a USP monograph for a finished 
product, “psyllium Hydrophilic Mucilloid Granules,” a granular mixture of psyllnnn husk and 
seed. This proposed product monograph also relies on swell volume methodology as a measure 
of psyllium content. The swell volume assay contained in the proposed Psyllium Hydrophilic 
Mucilloid Granules monograph is sirr+r to the swell volume teat used in the current USP 
monograph for Psyllium Hydrophilic Muciiloid for Oral Suspension but differs to accommodate 
differences in the product formulations. The swell. volume assay for Psyllium Hydrophilic 
Muciiloid Gxanuies was reviewed during a I999 FDA inspection of the manufa&ure and was 
found to be acceptable. 

We believe there is confusion around the term ̂ psyllium hydrophilic mucilloid.” FDA’s 
July 28, 1995 letter to CKPA stated that ‘%ecause the fir& (laxative) monograph wiI1 only 
contain active ingredients that have USP monographs, only~pIant~~g~ seed, psyllium husk and 
psyllium hydrophilic mucilloid for oral suspension would be included at this time,” We would 
like to point out that the USP monograph defines Psyllium Hydrophilic Mucil(loid for Oral 
Suspension as “a dry mixture of Psyllium Husk with suitable additives” (see attached USP 
monograph). This describes a finished product and thus would not be included in the OTC 
laxative monograph? which is specific to active ingredients. ‘Plantago Seed” and “Psyllium 
Husk” USP monographs refer to active ingredients. 

CHPA members consider the active ingredient in “Psyllium Hydrophilic Mucilloid for Oral 
Suspension” to be ‘>sylliu.m hydrophilic mucilloid” and would like the option of keeping this 
and “psyl~iuxn (hemicellulose)‘” as active ingxedients in the final laxative monogxaph. Clarity is 
required around the names and active ingredieni definitions (see Appendix), 

Change in dosage ranges 
FDA proposes dosages for psyllium-containing products be based on the levels of mucilloid that 
can be extracted from psy&um seeds. The FDA js proposing 2.5-14 g of psyllium hydrophilic 
mucilloid for a daily dosage for adults and children I2 years of age and over and 1.25-7 g for 
children 6 to under 12 years of age and a maximum daily dosage of 30 g ofplanfago seed (as 
opposed to 2.5-30 g and 1.25-l 5 g, for pxoducts containing ,any psyllium ingredient idcnt.i.fied in 
334.10 (.I!) in the Tentative Final Monograph [TFM]). The agency states that a daily dose of 2.5- 
14 g provides for a range that generally refl& dosages for mucilloid content that are suggested 
for use for occasional constipation. 

,. 



Charles Ckmley, M.D. 
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We recommend the dose ranges stated in the TFM (2.5-30 g of psyilium for a daiIy dosage for 
adults: and children 12 years of age and over and l-25-15 g for children 6 to under 12 years of 
age) remain in effect. Support for this is the health claim for soluble fiber from psyllium, 
wherein the agency disagreed with comments that argued that limits should be placed on 
permissible levels of psyflium husk in foods (Federal Register, Vol. 63, No. 32, February 18, 
1998, pp. 8 103-8121). The agency stated in this reference that a preliminary review of the 
Kellogg Company’s GRAS afftrmation petition revealed that it contains significant evidence 
supporting the safety of the consumption of up to 25g/day of psyllium husk in a variety of food 
categories (p. 8 112) . Also, the 1993 Life Sciences Research Office (LSRO) psyllium husk 
report concluded a daily intake of up to 25 g/d of psyllium husk is safe (LSRO. The Evaluation 
of the Stiety of Using Psyllium Seed Husk as a Food Ingredient. Rethesda, MD., December 
1993). 

Need for name changes 
FDA suggested the USP Convention assess the need for official name changes so the names are 
appropriate and consistent, 

CHPA agrees name changes are needed to assure consistency. Psyllium is defined in both T&e 
American Her&go College Dictimmy and ~ebsre~ ‘s N&h Ntzw Cdkgiute Dictiomry, while 
the word “plantago” is found in neither. Thus, we think consumers are unlikely to be familiar 
with the term “plantago” and recommend that all products containing psyllium be labeled with 
the word “psyllium.” 

We recommend that the USP Monograph currently entitled “Plantago Seed” be renamed 
“Psyllium Seed.” We also recommend the psyllium active ingredients in the STC laxative 
monograph that are now called “Plantago ovata husks” and “Plantago seed” be called “Psyllium 
hi&’ and ‘“Psyllium seed.‘# 

Compendial purity standards 
According to FDA, one laxative manufacturer noted that different grades of psyllium lead to 
inconsistencies in dosing. The information in the letter frodn Rowe11 Laboratories was 
misinterpreted. FDA stated in their Ietter to CHPA, “As an example, the manufacturer stated that 
a psyllium-containing product containing a 50% grade of p$yllium would require a dosage of 
approximately 7 g in order to be comparable to a dosage of 3.5 g of psyllium at an 85% to 95% 
purity level.” Actually, the Rowe11 letter said drug products are available that contain 50% 
psyllium (not psylliurn that is 50% pure). The only reason one would need to t&e more grams 
of the product is because excipients are present. 

CHPA agrees that a review of compendial purity standards is needed to ensure consistent and 
reasonable standards. Plapltago seed (psyllium seed) currently does not have the same Purity 
standards as husk, and wherever feasible the standards applicable to husk should be applied PO 
seed, e.g., microbial limits. 
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Please let me know if you or others at FDA have questions about any of these comments 
regarding psyllium as an active ingredient in OTC laxative products. 

Sincerely yours, 

&C*JG 
Lomrt C. Totman, Ph.D., DABT 
Director of Scientific Affairs 

Appendix: Defkiitions 

Attachments: A-Letter from Gilbertson, FDA, to Soiler, NDMA, July 28,1995 
B-USP monographs for Psyllium Hydrophilic Mncilloid for Oral Suspension, 

Plantago Seed, and PsyWrn Husk 

cc: FDA Dockets Management Branch (3 copies) 

Lnlct 
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Appendix 

Definitions 

Plantap seed - cleaned, dried, ripe seed, with psyllium husk constituting approximately 15-35% 
of the seed by weight; known in commerce as (Spanish or French or Blonde) Psyllium Seed or as 
Indian PIantago Seed. 

Ps~4lium seed - synonymous tithplasttago seed. Psyllium is the preferred term in the United 
States. 

Psyllium husk - cleaned, dried seed coats; the active ingredient in most psyllium bulk-forming 
laxatives. 

Psyllium seed husk - synonymous with psyllium husk. 

Psyllium hydrophilic mucilloid for oral suspension - a dry mixture of psyllium husk with 
suitable excipients or additives (bulk-forming laxative product). 

Mucilage - the water-soluble intracelIu(ar polysaccharide in psyIIiurn husk. 
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July 28, 199.5 

R. W illiam Soller, Ph. D. 
Senior Vice President and 
Director of Science &  Technology 
Nonprescription Drug Manufacturers Association 
1150 Connecticut Avenue, NW 
Washington, D.C. 20036 

Dear Dr. Soller: 

As you are aware, we are in the process of developing the final rule for over-the-counter 
(OTC) laxative drug products. In response to the tentative final monograph (TFM) (SO FR 
2124) and amended TFM for OTC laxative drug products (51 FR 35136), two manufacturers 
questioned the appropriateness of the proposed daily dosage of 2.5 to 30 g for psyll ium- 
containing preparations, One manufacturer stated that these dosages were inconsistent with 
the dosing ranges of marketed psyflium-containing laxative drug products and with dosages 
provided in the scientific literature. The manufacturer also noted that the various available 
commercial grades of psytl ium (i.e., 50, 85, and 95 percent) tead to inconsistencies in 
dosing. As an example, the manufacturer stated that a psyllium-containing product 
containing a 50 percent grade of psyll ium would require a dosage of approximately 7 g in 
order to be comparable to a dosage of 3.5 g of psyll ium at an 85 to 95 percent purity level. 
Another manufacturer requested that the proposed divided dosing range in the amended 
TFM should be sufficiently flexible to accommodate its marketed psyllium-containing laxative 
drug product. 

Based on a review of the scientific literature and our survey of the OTC marketplace, we also 
have concerns about the appropriateness of the Panel’s recommended daily dosage of 2.5 
to 30 g for all psyllium-containing preparations. 

In the tentative final monograph (TFM) for OTC laxative drug products, the agency agreed 
with the Panel’s recommended daily dosages of 2.5 to 30 g for psyll ium preparations, which 
included plantago seed, plantago ovata husks, psyll ium (hemicellulose), psyll ium hydrophilic 
mucilloid (psytlium hydrocolloid), psyll jum seed, psyll ium seed (blond), and psyll ium seed 
husks (50 FR 2154). However, because the final monograph wilt only contain active 
ingredients that have U.S.P. monographs, only plantago seed, psyll ium husk. and psytl ium 
hydrophilic mucilloid for oral suspension would be included at this time. 

Based upon our review of the scientific literature and our survey of the OTC marketplace for 
psyllium-containing iaxative drug products, we determined that the prjmary constituent 
responsible for the bulk-forming laxative action is psyll ium hydrophilic mucilloid. We also 
found that most OTC marketed psyll ium preparations list the psyll ium hydrophilic mucitloid or 
husks (which is the primary source of the muciltoid) as the active ingredient and that 
dosages are based primarily on the content of psyil ium hydrophilic mucilloid. 
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We have determined from articles in the literature (copies enclosed) that the maximum 
percentage (approximate 32 percent) of the mucilloid that can be extracted from equivalent 
daily dosages of psyllium (pfantago) seeds (7 to 45 g) found in the literature references is 
approximately 2.24 to 14.4 g of the hydrophific muciliojd. From these approximate dosage 
ranges, we have concluded that the Panel’s minimum daily dosage of 2.5 g (40 FR 12908) is 
appropriate for psyllium hydrophilic mucilloid and that allowing a maximum daily dose of 14 9 
provides for a daily dosing range (i.e., 2.5 to 14 g) that generally reflects dosages for 
muciiloid content found in the OTC drug marketplace for use for the relief of occasional 
constipation, We note that although the literature information pertaining to the 32 percent 
extraction of mucilloid from seeds was published in 1932, based on a recent telephone 
conversation with Dr. Scrinivasan of the United States Pharmacopeial Convention 
(U.S.P.C.), that information still appears to be applicable. However, we are interested in 
knowing whether there is any improved methodology (since 1932) to more accurately assay 
the amount of the hydrophilic mucilloid extracted. 

in the final monograph, we plan to base the dosages for psyllium-containing products on the 
content of psyllium hydrophitic mucilloid for a daily dosage of 2.5 to 14 g for adults and 
children I2 years of age and over and 1.25 to 7 g for chiWren 6 to under 12 years of age. 
We believe that this dosing range based on psyllium hydrophilic mucilloid content provides 
sufficient flexibility to generally accommodate the existing OTC psyllium-containing laxative 
drug products. We also consider the Panel’s recommended maximum daily dosage of 30 g 
as still applicable to plantaga seed. Therefore, the dosages for plantago seed would be 
based on the hydrophific mucilloid content with a maximum daily dosage limitation of 30 g of 
the seed. We are requesting your comments regarding these dosage ranges. 

We have also sent a letter to the U.S.P.C. requesting its review and comment on the U.S.P. 
monographs for plantago seed, psyllium husks, and psyilium hydrophilic mucilloid for oral 
suspension (copy enclosed). Because the compendia1 standards only measure the 
hydrophilic mucilloid content using the swell volume methodology, we are also requesting 
the U.S.P.C. to consider using or including equivalent content measurements in gram- 
weights. We are asking for your association’s assistance in requesting that manufacturers 
work with the U.S.P.C. to revise the monograph standards for psyllium preparations to more 
accurately measure hydrophilic muciltoid content and consider including equivalent 
measurements in gram-weight and to assess the need for official name changes so that the 
names are appropriate and consistent. We are also recommending that the compendia1 
purity standards for plantago seed and psytlium hydrophilic mucillooid be reviewed and 
evaluated to ensure consistent and reasonable standards. We request that manufacturers 
fonvard to the U.S.P.C. appropriate information on any improved analytical methods to assay 
and measure psyllium hydrophilic mucilloid content. This appears to be an area that your 
Laxative Task Force may want to review. 

We also would appreciate any comments regarding the agency’s determinations and 
comments pertaining to psyllium. Because we want to consider this information in preparing 
the final monograph, we would appreciate an expeditious response. 
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All comments and information shoutd be submitted in three copies, identified with the docket 
number shown at the beginning of this letter, to the Dockets Management Branch, (HFA- 
305), Food and Drug Administration, Room I-23, 12420 Parklawn Drive, Rockville, MD 
20857. 

Should you have any questions, please contact Gloria Chang of my staff at 301-594-0897. 

Your assistance will be greatly appreciated. 

Sincerely yours, 

2e 
/ ,:, - 

Will&&. Gilbertson, Pharm.D. 
Director 
Monograph Review Staff 
Office of OTC Drug Evaluation 
Center for Drug Evaluation and Research 

Enclosures 
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USP Honograpb~ 

>'> Pgyllium Hydrophilic Mucilloid far Oral. Suspension is a dry mixture 
of Psyllium Husk With SUitable additives. 

FACK%ING AND STOFkGE -- Preserve in tight containers. 

IDENTIFICATION -- MicroscoplcaJ~ly, i% shows the presence of fragmented 
Psyllium Husk, as described for Histology -- Husk in C-I? section, 
Botanic characterxstics, under Psyllium Hu5k. 

MICR0BIWL ZIMITS <61> -- It mews the requirements of the tg$ts for 
absence of Salmonella species and of Escherichia coli. 

SWELL VOLUME -- Transfer 250 mL of simd.ated intestinal fluid TS 
withour 
snqmes to a glass-stoppered, SOO-mL graduated cylinder. Craduallli, 
with 
shaking, add an amount of Psylliwn ~+raph~.llc Mucialoid for Ora1 
Suspension, equavalent to 3.5 g of psyllium tusk, and shake untd. 6 
uniform, smooth suspension is obtained. Dilute with thP same fJ.uid to 
.soo r&L. Shake the cylirder for about 1 minute eeeq 30 minutes for 8 
hours. Allow the gel. to settle for 16 hours (total time 24 hourS) . 
Determin? the volume of the gel: it is not less than 110 mL. 



USP Monograph 

i> Plantago Seed is t,he cleaned, dried, rrpe seed of Plantago 
psyllium 
Lime, or of Flantago indica Linne (Plantago arenaria Waldstein et 
Ritaibsl) , known in cornmerce as Spanish or French Peyllium Seed; or 
Of 
Flantago avata Forskal, known in r,ommerse as Blond Payllium or 
Indian 
Plimtago Seed (Tam. Elantaginaceae) . 

FACKAGING AND STcJRAGE -- Bresertre in well-closed cantainers, secure 
against ingect attack (see Vcgetahle and Animal Drug -- 
Preservation in 
the General Notices) . 

BOTANIC CHkRACTERISTICS -- 
Unground Plantago psylliua Seed -- Ovate to ovate-elongate, 

concave-convex; mostly from 2.3 to 2.7 msn in length, rarely UF to 3 
mm, 
and from 600 urn to 1.1 mm in width. 1% is lj.ght brown to moderate 
brew-t , 
darker along the margin, and very glossy; the ccnvex dorsal surface 
exhibrting a lighter colored longitudinal are.3 extending nearly the 
length of the seed and representing the embryo lying beneath the 
3 esd 
coat, and showin.g a sometraes Lndistinct transverse groove nearer 
the 
broader end. The cencatre ventral surface has a deep cavity, in the 
center of the base of which is an oval, yellowish white hilum. 

Unground Pla.tltago indica Seed -- Ovate-oblong to elliptical, 
concave-convex; from 1.6 to 3 mm in length and from i ro 1.5 mm lrt 
width. Externally it j.s dark reddish brown to moderate yellowzsh 
brown, 
occasionally somewhat glossy, of%en dull, rough, and reticulate; the 
convex dorsal surface having a lonyi.tudinal lighter colored area 
extending lengthwise aLong the center and beneath the seed coat, and 
a 
median transverse groove, den%, or fissure. The ventral surface has 
a 
deep concavity, the edges somewhat flattened and frequently form*ng 
a 
sharp indented anqle with the base of the cavity, the latter shcwing 

Ti,llt colored oval hilum. 
Clnqround Plantago oaata Seed -- Broadly elliptica:! to ovate, 

boat-shaped, from 2 to 3.5 mm in length and Erm i to 1.5 mm in 
widrh. 
It IS pale brown to moderate brown with a dull surface, the convex 
surface having a small., elongated, glossy brown spot. The concave 
surface has a deep cevity, in the center of the base of whkch occults 
a 
hilum covered with a thin membrane. 

13dor and taste -- All varieties of Fldntago Seed grr-3 nearly 
odor%ess, 

Histology -- PSantago Seed is renifcrm in median transverse 
sections. 
Its seed mat has 8 colorless epidermis of mucilaginous cells whose 
radial and outer walls break down to form layers of mucilage when 
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brought into contact with water, and a reddish brown to yellow 
pigment 
layer in the seeds of Plantago indica at-d Plantago paylliua, a broad 
en&sperm with thick-walled outer palisade cells, and irregular 
inner 
eniospcrm cells; and a straight embryo extending lr?rngthwise throui;h 
th.p 
center. The endcsperm and embryo cells contain fixed oil axi 
aleurone 
qains, the latter being rounded, $v?il, gyrifsrm , or I%regi;larly 
shaped, 
from  2 to 13 13x1 in diameter. 

WATER, ABSORPTION -- Place 1 g of Flantagc Seed in a 25-M, graduated 
cylinder, add water tc th? 20-mL mark, and shake the cylinder at 
intervals during 24 hours. Allow the seeds to settle for 1.2 houxs, 
al-id 
note the total volume occupied by the swollen seeds: the seeds of 
Plan.tago psyIlium occupy a volume of not less than 14 m E , 'chase of 
Plantayo ovata not less than 10 mL, and those of PlantaGo indj,ca not 
less than 8 mL. 

TOTAL ASH <561>: not mere than 4.0% of tctal ash. -- 

ACID-JXOLr~BLE ASH <5611: not more than 1.0% cf acid-insoluble ash. 

FOREIGN OKAMIC MATTER <561>: not more than 0.50%. 
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USP Flowgraph 

>> Psyllium Xusk zs the cleaned, dried seed coat (epidermis) separated 
by winnowing and thrashjng from the seeds cf Plantago ovata Forskal, 
known in commerce as Blond Psyllium or Indian Psylliua or Ispaghula, or 
from Plantago psyllium Linne or from Plantago indica tinne (Pla~tqro 
arenarra Waldstein et KitaiheJ.1 known in commerce as Spanish or French 
Pz3yllium (Yam. Plantaginaceae), in whole or rn powdered form. 

PACKAGING AND STORAGE -- !?reserve in well-closed containers, aecure,i 
agarnst insect attack (see Preservation unda 'c,'eget&ls and Anj-rr.21 
Drugs 
LR Che Genera% Motlces). 

BOTAflIC CHARACTERISTICS -- 
Histology -- Husk -- The epidermis is composed sf Urge cells having 

transparent walls filled with mucilage, and the cells swell rqxdly in 
aqueous mounts and appear polygonal to slightly rounded in a surface 
view, when viewed from above (from below they appear elongated to 
rectanguiar) . The swelling takes place nainly An the radial dlrectlon. 
The m~~cilage of the epidermal cells stains red wl.th ruthsnit?m red and 
lead acarate TS. The 7Jer.y occasional starch yranUles that are present 
in 
some of the epidermal cells, and that: may he found embedded in the 
mucilage, are small and simple or compounded with four or more 
cwp3n5nds. 

PoWdered Psyllium Seed Husk -- It is a pale to medium buff-colored 
powder, having a slight pinkish tinge and a weak characteristic o&r. 
Wcasional single 3rd 2- to I-campoursd starch granule,s, the individual 
grains being spheroicfal plane to anguJ.ar c00:rex Iron 2 to 113 urn in 
diameter, are found embedded in the mucilage. Entire or broken 
spidcrmal 
ce1J.s are filled with mucilage. In surface view, the epidermal cells 
appear polygonal to slightly rounded. ~Yucilage staj.ns red with 
ruthenium 
red and lead acetate TS. Some of the elongated apci rectangular cells 
representing the lower part of epidermis and also radially swollen 
spidermal cells can be fcund. 

IDENTIFICATIC'N -- 
.4: Mounted in ores01 -- Cells, viewed microscopica2ly, axe composed 

Of polyqonal prismatic cells having 4 r,o 6 straight or $J-ightl;‘ wavy 
walls . 

b: Ejounted in alcohol and irrigated with water -- Viewed 
microscopically, the mucilage in the outer part of r.he epidermal cells 

' swells rapzdly and goes 232 to solution. 

MICliOBIAL LIMITS <61> -- 
not exceed 1000 p=, 

The total combined melds and yeasts taunt does 
and it meets the requirements of the test for 

absence of Salmonella species and Escherichj.a co1.i. 

TOTAL ASR <561>: not more than 4.0%. 

ACID-INSOLUBLE PSH <.561>,- nnt more than 1.0%. 

b?ATER, Method II <!321>: no% more than 12.0%. 

J,IGHT EXTRMJPOUS m2'TE.R -- [LJOTE -- Ferform this test in a 
uell-7xntilatod hood.] Transfer 15.0 g to a 250-rn~ separator. Add about 
30 mL of a l iqlkAd IRlXtUre Of GXbOn tetrachloride and ethylene 



&-chloride (about 2:1), having a specific gravity 3f 1.45. shake for 3(? 
SPCmlciS, and allow to settle four 30 seconds. Repeat the shaking end 
settling %wice more. Drain all the material and liquid except the 
floating lay%. Add 2'; mL of the liquid mixture, stir carefljlly, allow 
t '2 settle, and drain as before. Repeat the washing of the fleeting 
layer 
twice more, hut use only 10 mL of the liquid mixture each 'clme. 
Transfer 
the i,?ashed floating layer t;o 2 tared baa kar, hea% on a steam bath until 
the odor OI? the liquid no longer persist;, dry at d0 degrees for 3 
hcmrs, allow to cool. in a desiccator, 3rd weigh: the ljmit 3.5 15%. 

HEAVY EXTFANEOUS MATTER -- jHOTE -- Perform this test in ,a 
well-ventilated hood.] Transfer 10.0 g to a 250-mL separator. ??ici about 
50 mL of carbon tetrachloride, arid shake for 1 minut,e. klJ.ow to stand 
for 5 minutes. Drain into a tared lODO-mL beakerthe nonmucilaglnous 
material that sir,-ks to the bottom, taking care not to drain any of the 
Eloa~_lng material. Ifeat in a hot air oven, at a temperature not 
exceeding 9r! degrees, until the odor of the liquid no longer persists, 
allow to ~001 in a desiccator, and weigh: the 1imj.t is l.i.6. 

INSECT INFESTZlTION -- Transfer 25 cj to a 2.50~mL beaker, add sufficient 
sclvenr, hexane to satur,3to, add an additJ.onal 75 to 3.00 mL of solvent 
hex&n*, and allow to stand for 10 minutes, srirring occasionally with a, 
stz.rring cod. wet a sheet of filter paper with alcohol, and filter the 
mixture wzth the aid of vacuum. Discard the filtrate. Transfer the 
residue to th2 original beaker with the aid of alcohol. Add alcohol to 
bring the volume to 150 mL above the level. of the tr,m.sfeyred residue- 
Boil for 10 minutes. Filter through alcohol-wetted paper as above. 
Prepare a trap flask, consisting of a 2OOc1-mL grpciue.ted, narrow-mouth 
cortical flask into which is inserted a rubber drsk supported on a stiff 
metal roi about 4 mm in diam,%,ter and longer than the height of the 
flask, th% rod being threaded a% the lower end and furnished with nuts 
and washers to hold the disk in place, and the disk being of the proper 
shape and size to prevent 1Iquid in the body of the flask from spilling 
when It is pressed up against the neck from the inside. Transferr the 
r%sLdue to the trap flask, completing the transfer with the aid of hct 
vfater. Add sufficient hot water to bring the volume r,o 1000 mL. Add 20 
mL of h;'cirockl.oric acid. Raise the rod, ano support it SC that rhe 
rubber disk is held above the liquid level. A.ins~s the rubber disk with 
kst water. Spray the inside of the neck of the flask with an antifoam 
spray. Boii for'30 minutes, and cool tc ncrn temperatue. Add 40 mJ, of 
solvent hegane, and agitate for 1 minute by tj,lting the flask and 
moving 
the rod vertically with wrj.st action. Allow to stand for 5 minutca. Add 
water to bring the level of liquid to the neck of the flask, znd allow 
to stand for 20 minutes. Simultaneously rotate t;he disk to free it from 
ssttlei material, and raise it as far as possible into the neck of the 
flask. Prepare a sheet, of ruled flLter paper, with lines approximately 
c .; 
mm apart for Sltration by moistening it with water and placing it on a 
ra cuum funne 1. Transfer the material trapped in the net% of the flask 
t 0 
r,ho filter with the aid of water. If necessary, wash the paper with 
alcohol to remove traces of ho>:ana. Place the aaper on a 3.00-m Petri 
dish that has been wetted wj.th a solution containing equal,, ~~olumes of 
glycerin and alcohol. Add 35 mL of solvent hsy,ane %o the flask, anti 
gently stir with the trapping rod. A&d water to bring the Liquid lev?I. 
into the neck of the flask. Allow 'to stand for IS minutes. Using tihe 
some technique as before, transfer the trapped material onto a separate 
p&per. Examine rhe papers at 30X magnification: in the case of powdered 



Psyllium Hus!<, not more rhan 400 insect: fragmenu, incJ.uding mites anti 
psccid5, Carl be seen; j.n th? case of whole PsyLliwn Husk, no-c more'rhan 
100 insect fragments, including mites and psocids, c2n be seen. 

SWETsL VOLUME -- Transfer 25C mL of simulared intestinal fluid TS 
without, 
snzpes to a glass-stoppered, 5CC-mL graduated cylj.n&r. Graclually, 
with 
shaking, add 3.5 g of ~-he Psyllium Husk until a uniform, smooth 
susp+nsi.cn is obtained. Dilute with the same f1uS.d to 500 mL. Shake the 
cylinder for about 1 minute every* 30 mlnuces f'or 8 hours. Allow the gel 
to Settle f~l: 16 hours (total time 24 hours). De'carmine the volume of 
the gel: it, is not less than 40 mL per 9 for powcio,red Psyllium Husk. 
and 
nor less than 35 mL per g for whole Payllium Husk. 
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BRIEFING 

Psyllium Hemicellulose. Because there is no existing USP monograph for this article, a new 
monograph is being proposed. 

(DSB: G. Giancaspro ) RTS-40087-1 

Add the following: 

APsyllium Hemicellulose 

)> Psyllium Hemicellulose is the alkali soluble fraction of the husk from Piantago 
ovate Forssk. It consists of a combination of highly substituted arabinoxylan 
polysaccharides. These polysaccharides are linear chains of xylose units (p- 
(l--+4)-xylan) to which are attached single units of arabinose and additional xylose. 
Rhamnose, galactose, glucose, and rhamnosyluronic acid residues are also 
present as minor constituents. It contains not less than 75.0 percent of dietary 
soluble fiber, calculated on the dried basis. 

Packaging and storage- Preserve in tight containers. Store at 25”, excursions permitted 
between 15” and 30”. 

ldentification- 

A:The powdered mucilage stains red with ruthenium red TS and lead acetate TS. 

B: It meets the requirements of the test for Swell volume. 

Total acidity- To a beaker, transfer 40 mL of the supernatant as obtained below in the test 
for Swell volume without disturbing the gel. Add 1 mL of phenolphthalein TS, and titrate with 
0.03 N sodium hydroxide. Not more than 1.8 mL is consumed. 

Microbial limits (61>- The total aerobic microbial count does not exceed IO? per g and the 
total combined molds and yeasts count does not exceed 1 O2 per g. It meets the requirements 
of the tests for absence of Salmonella species and Escherichia co/i. 

Loss on drying (731+ Dry at 105” for 3 hours: it loses not more than 12.0% of its weight. 

Totalash (561 >: not more than 5.0%. 

Acid-insoluble ash (561): not more than 1 .O%. 

Limit of alcohol- 

lntemal standard solution- Transfer 5.0 mL of n-propyi afcohol into a 500-mL volumetric 
flask containing approximately 450 mL of water. Dilute with water to volume, insert the 
stopper into the flask, and mix well. 

f/9/2004 
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Standard stock solution--Transfer 5.0 mL of absolute alcohol at 20 _+ 2” into a NO-mL 
volumetric flask containing approximately 450 mL of water. Dilute with water to volume, insert 
the stopper into the flask, and mix well. 

Standard solution- Transfer 10.0 mL of the Standard stock solution and 10.0 mL of lnterna/ 
standard solution into a 1 00-mL volumetric flask. Dilute with water to volume, insert the 
stopper into the flask, and mix well. 

Test solution- Transfer 0.5 g of Psyllium Hemicellulose, accurately weighed, into a 150-mL 
conical flask. Add about 90 mL of water, insert the stopper into the flask, and stir rapidly .for 3 
hours using a magnetic stirrer. Add 10.0 mL of the Internal standard solution, and mix well. 
Pass the sample through a filter having a 0.45~urn porosity: 

Chromatographic system (see Chromatosraphy (62112)---The gas chromatograph is equipped 
with a flame-ionization detector and a 0.53-mm x 30-m fused silica analyticat column coated 
with 3.0~urn G43 stationary phase. A 0.53-mm x 2-m fused silica guard column may be used. 
The chromatograph is programmed as follows. Initially, the column temperature is 

equilibrated at 40” for 5 minutes. The temperature is then increased at a rate of IO” per 
minute to 230”, and is maintained at 230” for 3 minutes. The injection port temperature is 
maintained at 250”, and the detector is maintained at 300”. The carrier gas is helium. The 
split flow ratio is about 10:1, and the flow rate is maintained at about 4.0 mL per minute. 
Inject the Standard solution, and record the peak responses as directed for Procedure: the 
relative standard deviation for replicate injections is not more than 2%. 

Procedure- Separately inject equal volumes (about 0.5 pL) of the Standard solution and the 
Test solution into the chromatograph, record the chromatograms, and measure the 
responses for all the peaks. Calculate the percentage of alcohol in the portion of Psyllium 
Hemicellulose taken by the formula: 

1ooo(c/w)(R,l I?,), 

in which C is the concentration, in mg per ml, of alcohol in the Standard stock soiution; Wis 
the weight, in mg, of Psyllium Hemicellulose taken; and Rv and Rs are the ratios of the peak 
responses of alcohol to those of n-propyl alcohol from the Test solution and the Standard 
solution, respectively: not more than 12.0% (w/w) is found. 

Organic volatile impurities, Method IV(467): meets the requirements. 

Heavv metals? Method Ill231 2: IO pg per g. 

Swell volume- Add 0.50 g of Psyllium Hemicellulose to a glass-stoppered, IOO-mL 

graduated mixing cylinder. To avoid material clumping, hold the cylinder at a 45” angle, and 
gently rotate it while using a wash bottle to forcefully add about 30 mL of water. Add water to 

1 I912004 
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bring the total volume to 100 mL, and cap the cylinder. Invert the cylinder several times until 
a uniform suspension is achieved, and allow to stand. Gently invert the cylinder several times 
again at 4 hours and 8 hours after the initial sample preparation, and allow to stand. Allow the 
gel to settle for 16 hours. Determine the volume of the gel: not less than 80 mL per g of 
Psyllium Hemicellulose is found. 

Content of solubie dietary fiber- 

Alcohol solution - Transfer 82.0 mL of alcohol to a 1 00-mL volumetric flask, dilute with water 
to volume, and mix. 

Buffer solution- Dissolve 1.95 g of 2-(N-morpholino)-ethanesulfonic acid and 1.22 g of tris 
(hydroxymethyl)aminomethane in 170 mL of water. Adjust with 6 N sodium hydroxide to a pH 
of 8.2, dilute with water to 200 mL, and mix. [NOTE-k is important to adjust the pH to 8.2 at 

24O. If the Buffer solution temperature is 20”, adjust the pH to 8.3; if the temperature is 28”, 
adjust the pH to 8.1. For deviations between 20” and 28*, adjust by interpola!ion. ] 

Acid solution- Prepare 0.561 N hydrochloric acid by dissolving 9.35 mL of 6 N hydrochloric 
acid in 70 mL of water. Dilute with water to 100.0 mL, and mix. 

Phosphate buffer- Prepare a pH 6.0 phosphate buffer (see Buffer Solutions under 
Reagents, Indicators, and Solutions). 

Protease solution- Dissolve 5 mg of protease in 0.1 mL of Phosphate buffer. 

Enzyme purity- To ensure the absence of undesirable enzymatic activities and the presence 
of desirable enzymatic activities, proceed as directed for Test preparations and Procedure 
using the substrates listed in the following table in place of Psyllium Hemicellulose. 

The enzyme preparation is suitable if more than 90% of the original weight of pectin, 
arabinogalactan, and P-glucan is recovered; not more than 2% of the original weight of 
casein and corn starch is recovered; and not more than 1% of the original weight of wheat 
starch is recovered. [NOTE-Test the enzyme purity of every new lot of enzyme and at 6- 

http://www.usppf.com/pf/pub/data/v301/MON~IPR~301~m706.html 1 /g/2004 
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month intervals thereafter. ] 

Blank preparations- Using two 400-mL tall-form beakers, appropriately labeled, proceed as 
directed for Procedure without Psyilium Hemicellulose. 

Test preparations- Weigh accurately, in duplicate, approximately 0.2 g of Psyllium 
Hemicellulose, previously milled to very fine powder. [NOTE-Duplicates should differ by less 
than 1 mg in weight. ] Transfer duplicate samples to appropriately labeled 400~mL, tall-form 
beakers, and proceed as directed for Procedure. 

Procedure- Treat each preparation in the following manner. Add 40 mL of Buffer solution to 
the beaker. [NOTE-For the Test preparation, stir until Psyllium Hemicelluiose is complete[gr 
dispersed. ] Add 125 VL of heat-stable a-amylase solution, and stir to ensure: uniform mixing. 

Cover the beaker with aluminum foil, and incubate over a water bath maintained at 95” to 
100” for 15 minutes, with continuous agitation. [NOTE-Start timing once the water bath 
temperature reaches 95”; a total time of 35 minutes is usually sufficient. ] Remove the beaker 
from the water bath, and cool to 60”. Remove the aluminum foil, scrape any ring from inside 
the beaker, and disperse any gels in the bottom of the beaker with a spatula. Rinse the walls 
of the beaker and the spatula with IO mL of water, collecting the rinsings in the beaker. Add 
500 PL of Protease solution. Cover with aluminum foil, and incubate over a water bath 

maintained at 60 + 3” for 30 minutes with continuous agitation. [NOTE-Start timing when the 
bath temperature reaches 60”. ] Remove the foil, and transfer 5 mL of Acid solutim while 
stirring. Adjust, if necessary, with 1 N sodium hydroxide or 1 N hydrochloric acid to a pH of 

4.28 f 0.07 at 60”. [NOTE-It is important to adjust the pH to 4.28 while the solution in the 
beaker is maintained at 60°, otherwise the pH will increase at lower temperatures. ] Add 150 
pL of amyloglucosidase solution with stirring. Cover with aluminum foil, and incubate over a 

water bath maintained at 60 + 3” for 30 minutes with constant agitation. [NOTE--Start timing 
once the water bath reaches 60”. ] Transfer approximately 40 mL of the beaker contents to a 

50-mL centrifuge tube, and sonicate the tube contents for 3 minutes.* Centrifuge at lO,OOO- 
14,000 rpm for IO minutes. Carefully pour the supernatant into an appropriately labeled 600- 
mL tared beaker. Do not disturb any pellet in the bottom of the centrifuge tube. Add the 
remaining sample from the original 400-mL beaker into the centrifuge tube still containing the 
pellet. Rinse the 400-ml beaker with 15-20 mL of water, and add the rinsing to the 50-mL 
centrifuge tube. Centrifuge the sample at l O,OOO-14,000 rpm for IO minutes. Carefully pour 
the supernatant into the 600-mL beaker containing the first supernalant. Add 390 mL 

(measured before heating) of alcohol at 60” to the 600-mL beaker. Cover the beaker, and 
allow to stand for at least 1 hour to form a precipitate. 

Place 3 g of chromatographic siliceous earth into a clean air-dried crucible with a fritted disk. 
Heat the crucible containing chromatographic siliceous earth at 5259 in a muffle furnace for at 

l/9/2004 
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least 4 hours. Cool. Pass deionized water through the crucible while applying constant 
suction. Rinse with acetone, and allow to air-dry. Store the crucible in a convection oven at 
approximately 130Q for at least 2 hours before use. Weigh the prepared crucible to 0.1 mg 
before use. Wet the chromatographic siliceous earth in the crucible using a stream of Alcohol 
solution from a washing bottle, and apply suction to evenly distribute the chromatographic 
siliceous earth over the fritted disk. Maintaining the suction, transfer the supernatant and 
precipitate from the beaker to the crucible, and filter. Transfer any solid residue in the beaker 
with the aid of Alcohol solution. [NOTE-In some cases, gums may form during filtration, 
trapping liquid in the residue. If so, break the surface film with a spatula to improve filtration. ] 
Wash the residue in the crucible sequentially with 30 mL,of Alcohol solution, 20 mL of 

alcohol, and 20 mL of acetone. Dry the crucible containing the residue at 100” in a 
convection oven for at least 4 hours, cool to room temperature in a desiccator. 

Determine the weight of the residue (I?). 
s 

Use one of the duplicate residues from the Testpreparations and one of the blank residues . : .,- 
‘\ from the Blankpreparations to determine the protein content, in mg, by placing the residue in t - 

L a 500-mL Kjeldahl flask, and proceeding as directed for Method ! under Nitrogen 

” Determination (461). The protein content is determined by multiplying the content of nitrogen . 
,: found by 6.25. Incinerate the residue from the remaining duplicate of the Tesfpreparation 

and the Blank preparation as directed for Total Ash under Articles of Botanical Origin (561) at 
a reduced temperature of 525’, and determine the ash content as directed. Calculate the 
corrected average weight of the blank, in mg, f3, by the formula: 

-in which RB is the weight, in mg, of the average blank residue for duplicate blank 
“-determinations; Ps is the content, in mg, of protein found in the blank; and AB is the content, 

in mg, of ash found in the blank. Calculate the content of soluble dietary fiber, .in percentage, 
by the formula: 

100(RU- Pu- AU- B)l&, 

in which R,is the the weight, in mg, of average residue for the duplicate Testpreparations; 
Pu is the content of protein, in mg, found in the Psyllium Hemicellulose; A,, is the content of 
ash, in mg, found in the Psyllium Hemicellulose; B is the average weight of the blank as 
calculated above; and W, is the average weight, in mg, of the Psyllium Hemicellulose taken. 

AUSP28 

* 
A suitable sonicator is Sonifier 250 (or equivalent), equipped with a i2-mm tip, from Branson Ultrasonic Corp., 

Danbury, CT, in which an output control value of 3 and a cycle time of 75% generates a power ouput of 43 W. 

l/9/2004 
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Auxiliary Information- Staff Liaison : Gabriel I. Giancaspro, Ph.D., Senior Scientist and 
Latin American Specialist 
Experf Committee : (DSB) Dietary Supplements: Botanicals 
Phone Number : l-301 -816-8343 

l/9/2004 
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FDA response to submission to Docket No. 78N436L (Comment No. CP22, March 28,1996) from 
P&G, Citizen Petition requesting the agency to include a drugiinteraction precautionary statement for 
a11 laxatives 



DEPARTMENT OF HEALTH & HUMAN SERVICES 

.--- 

Public Health Service 

Food and Drug Administration 
Rockviile MD 20857 

4 0 8 0 -00 NOV -9 @2 :07 

Nancy H. Allen 
1 Manager, Regulatory Affairs, OTC Medicines 

The Procter & Gamble Company 
Health Care Research Center 
8700 Mason-Montgomery Road 
Mason, Ohio 45040-9462 

Re: Docket No. 78N-036L 
Comment No. CP22 

Dear Ms. Allen: 

This is in response to your citizen petition, dated March 28, 1996, and filed as Comment 
No. CP22 under Docket No. 78N-036L in the Dockets Management Branch. The petition 
requests that the agency reopen the administrative record and amend the OTC laxative tentative 
final monograph (TFM) to include the following drug-interaction precautionary statement for all 
laxatives: “Laxatives may affect how well other medicines work. If you are taking a 
prescription medicine by mouth, take this product at least 2 hours before or 2 hours after the 
prescribed medicine.” The petition includes 36 published references (1965 to 1995) suggesting 
possible drug-drug interactions involving laxative agents in general, a review of drug-interaction 
reports from the FDA ( 197 1 - 1995) and the WHO (197 I- 1993) databases, Proctor & Gamble’s 
spontaneous postmarketing adverse event (RE) database ( 1986- 1995) for MetamucilO 
(psyllium), precautionary label statements cited in current drug compendia, and a list of 
precautionary label statements on several types of Iaxative drug products marketed outside the 
United States. The petition also requests that this precautionary drug-Iaxative interaction label 
statement be included in the OTC laxative final monograph. 

The Division of OTC Drug Products has reviewed the data and infomlation submitted 
and concludes that the data are sufficient to include a precautionary drug-laxative interaction 
warning in the labeling for ail OTC laxative drug products. We have the following comments: 
Of the 36 published references, 27 present evidence of possible drug interactions representing 
the following laxative classes: bulk-forming, hyperosmotic, lubricant, saline, stimulant, and 
stool softener laxatives. Nine references were excluded because they were abstracts/reviews of 
articles already included in the submission; studies sponsored by Procter & Gamble; studies 
involving psyllium in combination with other laxatives; in vl”tro or animal studies; or interactions 
involving excipient compounds. Although the reports are varied in ternIs of design, patient 
population, and analytical detail, on balance, this comprehensive literature review suggests that 
by altering gastrointestinal motility, laxative agents, as a therapeutic class, have the potential for 
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modifying the systemic bioavailability (C-max, T-max and/or AUC) of co-administered 
medications. 

The FDA database contained 6 reports with saline laxatives, 5 with bulk-forming 
laxatives, and one each with stimulants and stool softeners: The WHO database contained 8 
reports involving possible psyllium interactions. There were no reports in the WHO data base 
involving other laxative ingredients. In general, these reports provide some weak support for 

’ drug-laxative interactions. Besides the paucity of infomtation and varying quality with respect 
to ascertainment, there are other biases inherent in post-marketing surveillance data. For 
example, the number of cases reported may vary according to the length of time a product has 
been marketed or with the reporting environment (e.g., the level of publicity given a drug or an 
adverse event). The number of patients at risk or the patient exposure to drug in ttrms of days or 
months of therapy is also an unknown, or can only be crudely estimated. 

Procter & Gamble’s survey of the AE database for Metamucil@ (psyllium) resulted in 
14,004 reports for the 1986- 1995 period. Fifty-one of these reports suggested that psyllium may 
interfere with concomitantly administered oral medications. Using the criteria of positive 
dechallenge, number and indications of concomitant medications taken, and unexpected AE’s for 
which there was no other apparent explanation, the strength of association between the AE and a 
drug-drug interaction involving the laxative was classified as strong, moderate, possible, or 
indeterminate. Results were as follows: 5 reports were classified as strong, 9 as moderate; 20 as 
possible; and 17 as indeterminate. In general, the AE reports included clinically important 
conditionssuch as seizures, hypertension, diabetes, asthma,‘and ineffective anticoagulation. 
Both tablet and capsule dosage forms and immediate and sustained-release characteristics were 
implicated. Many of the patients were older adults (26 of the 33 individuals whose age was 
reported were at least 60 years old.) 

WC have also considered the precautionary statements regarding drug-laxative 
interactions in current drug information compendia and on the labels of laxative drug products 
marketed in countries in support of the recommended labeling proposal. Based on all the data 
reviewed, we believe that a precautionary statement, specifically detailing the timing of laxative 
administration and concomitant drug therapy, should be included in the labeling of all OTC 
laxative drug products. 

In regard to the reopening of the administrative record for submission of data and 
information currently being reviewed by the agency, it should be noted that the administrative 
record for OTC laxative drug products closed March 17, 1986. Your petition was not 
submitted until March 29, 1996. In accordance with 21 CFR 330.10(a)(7)(v), new data and 
information submitted after closing of the administrative record, but prior to the establishment 
of a final monograph will be considered after a final monograph has been published, unless 
good cause has been shown that warrants earlier consideration. The Division believes that 
good cause to warrant earher consideration has been shown. Therefore, the Division intends to 
recommend to the Commissioner that the agency respond to your petition by including in the 
laxative final monograph the following warning: “Ask a doctor or pharmacist before use if you 
are taking any other drug. Take this product 2 or more hours before or after other drugs. 
Laxatives may affect how other drugs work.” 
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The Division also intends to recommend to the Commissioner that the agency allow a 90-&y 
period for interested persons to comment on the warning. The agency will respond to these 
comments and revise the warning, if necessary, before the effective date of the final monograph 
for OTC laxative drug products. 

If you have any questions, please refer to the docket number above and submit all 
inquires in tripIicate, to the Dockets Management Branch (HFA-305), Food and D&g 

’ Administration, 5630 Fishers Lane, Room 106 I, Rockvilie, MD 20852. 

Sincerely yours, 

Linda M. Katz, M.D., M.P.H. 

Division of OTC Drug Products, 
Office of Drug Evaluation V 
Center for Drug Evaluation and Research 
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FDA response to submission to Docket No. 78N-036% (Comment No. C144, November 23,1992) from 
Nonprescription Drug Manufacturers Association (NDMA) 
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R. william  Soiler, Ph.D. I 
Senior Vice President and ; ,, 
Dirixdxnr of Science &  Technology 
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NonprescripHzion Drug M anufacturers Association 0-j: . " . 
1150 Connecticut Avenue, NW ,. cf ,,.,, , 
Washington, DC 20036 : < , .', ~ .I 

,.‘ <- 
Ret Doekr?t No,78N-Q36L 

Comm&nts No. Ci44, LET58, 
LET54, SUP7 

Dear Dr. SolJerz 

This letter is in response to the Nanp~escriptian Drug 
M anufacturers Association% (XXmA) sUmiission dated 
Nuveber 23, 1992, concerning your mse.arch pzotoools designed to 
obtain inform ation on physicim  and consu@or understanding of 
various terms  pertaining to the statem ent of identity (SOT) of 
OTC laxative drug plrroducts containing fiber. These praducts are 
inclu&ed in the OTC drug review as bulk-form ing laxative drug 
product%s. Your subm ission is filed as com~lcrnt No. Cl44 under 
flocket Ma. 78N-03,6L in the Datiets Hanage@ent Bsanoh. 

3Cn my  letter to you &ated July 30, 1992 (LET58), f stated that 
the two protacol.a included in your Bay ,2, 1992 (ZBT54) and 
June 1, 1992 (S'zfP7) subm issioms  wm2ld not prUvi@e sufficient data 
to suppsrt a change. in the %3X for bu&k-form ing laxative,drug 
products, The Novem ber 23, is92 ~~bmf~sion eantains 33~3~~0~~~ t0 
these two protocols. Yau have stated that the revised p+otocols 
are designed to determ ine w attitudmz aqd pmmept!kns of 
physicimws and omksumerI relatfng to the following three propased 
sttiem ents of idm t%ty: 1. % ibor Therapy for X rregula-rity 
(rsqlarity was c.zhax~ed to irregularity) ;** 2 s NBulk-E<ssmixrg 

Laxative; ” and 3. ~~Fibe~ Laxakive,n Th&:revised protoools are 
also designed to determ ine consm or and physisian parception and 
understanding of specific warning language in ths labofing of 
fiber-containing OTC drug products. You stated that the ~agency 
m ade no m ention of thfs latter issue irx my  July 30, 199%  letter. 

The Office? of OTC Drug Evafuratiosn has revkewed your latest 
subnission and cons=ludes that the protom &  will not prwide 
sufficient data to supPort a change in the statem ent of identity 
for bulk-form ing laxative drug products to '*Fiber therapy for 
irregularityetf We rsackh this conclusion fm the following 
reasom 3 : 

~irot, the protocols do not addmss the conc6;rms  e~presoed in my  
July JO, f992 letter regarding consum es Im%m&mdirrg of 
"irrsgularity*" m  that letter, we q~estim ed whether relief of 
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occasional constipation and avoidance of irregularity are 
medically synonymous. For relief or avoidance of 8~irregularity,*~ 
long term therapy ks suggested. Therefoie, unless the Clinical 
s%udies that support the claim for re1ie-e af occasional 
constipation (short term use) could also be found adequate to 
support the claim for relief or avoidance of irregularity (long 
term use], separate clinical trials would be needed to #qqxt 
the irregularity claim. Second, we are not aware of clinical 
studies that would adequately support a %olig-term indication. 

Even if svrveys were to be condtsrctted, the proposed protocrsls have 
a number of problems, as discussed below: 

1. There is some concern whether %he consumer panel will 
adequa%ely represent rlordiaaryl@ consumers, The 
protocol needs to include a method FEhereby a 
"represen%a%ive81 sample of consumers is obtained to 
participata in the study. Consideri~ng what is known 
about +~vOlunteering biases," people who participate in 
these panels CWe no% "ord%n,ary*,. 

2. The consumer study protocal d-s not direct-ly measure 
what it purports 4x3 measwe, i.e., consumer 
undesstandling of certain terms seLa%ed to Zaxatfves, 
The consumer studty asks how ealsy or difficult the 
sefected test terms are. to understand, how dxxxxiptive 
the terms are of the products shown, and how much 
consumers agree or disagree that su& produds can be 
desczibed by these t@-ms. The $tecisfon regarding the 
appropriateness of the s%a%eliaen% of identity is based 
on three terms. This narrow list of terms does not 
provi&o a test; of the *bestt8 p&sib& terms to describe 
the proper UE;& of the produo%, 'No terms will be tested 
that would more clearly comztuniaate %he intended use of 
these products to ~=o~sum~rs nor &ass the study directly 
measure if conamers corxxctly understand %he terms. 
R&her it measures responden%s~' attitudes a&out; their 
own understanding sf the term. ,lHow do consumers knokr 
whether ar not they 
or incorreGt? 

%mc%exxstxmd~~ if 2x phrase is correct 
There is good rmearch evidence that 

cOnsumePs have l.it%Xe Icno,wXadg& of how we21 or poorly 
they understand a concept, A more direct m&hod to 
measure consumer understanding would be to ask 
consumers to "check off" statements that describe how 
the product should or should no% be used. Thilz! me%hod 
may also detec% whether different terms connote 
different usage patterns (e.g., long term vs. short 
term use), 
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3. The questicms purported to deal with cmsumer,and 
physician perception and under&and.ing of specific 
label warning language relate mxe to consumers* 
ability to read than on *understanding**. 

4. The protscols should include, a priori, a set of 
criteria for interpreting the data, No infarritation is 
givesn as to how the data will be analyzed and what 
criteria will be used to deternine if a term clr phrase: 
is acceptable or unacceptable, misleading or 
nomisleading. 

5, The rationale for the physician survey is nat clear, 
Haw would physicians kmw if a cmsumer would 
understand the terms being tested (question 5 on the 
physician questimnaire)? The @m&ions in the 
physician survey will not provide direct information 
about physicians' views of hew consumsrs would actually 
use these products. The questirtns &k physicians if 
they have any '"ocncezmsEs. about use of tke pm&u&s. 
Physicians may believe that th~ss prodxxcts are so safe 
that there could not be any safety prablem~, whether o:r 
not the products are misused. A mire direct set of 
questions, measuring how prOducts with different 
statement of identities would be used, would be a 
better measure of physicians' views. 

6. Bath the physician and the cens~er grotocals call fur 
a nail panel, The ratimale for the aail panel is not 
clear, particularly in light of MDXA*s ccmnents in a 
letter to FDA on %epte&er 18, 1991 regarding a similar 
proposed study on consuraers' knowledge, attitudes, and 
beliefs about claims and wzrrnin~s. In that letter, 
Saywzs cope of W2EA opposed the use of xmil pan$ls. MS. 
Cope stated the following: 

"This type cif pirnel consists af 
thase wha are tif1Pirx.j ta 
participate in tasting and theg are 
kept in a data bme and utilized 
for testing of ads, pmducts, 
cancepts ( and the like. The 
recruiting OS mail panel cOnsumelfs 
is a strenuaus me in which only 
about 452; of the total popx,xlation 
agrees ta participate.*@ 

NDM furthar stated in a letter to FDA 0x-1 April 20, 1992: 
"'W&z [MIXA] propose [that FIJA] * . ‘ 
lhit the study ta Phase I of the 
latest protocol, aliminatirig the 
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Phase II mail panel portion. Fetr 
xeasons we discussed on W&ch 26, 
1992, we feel the mail panel is an 
inadequate appxoac&t TV the issue of 
compliance with warnings.9 
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7. The protocols da not addxess haw the home set$ing wflf 
affect cc3nsumers' responses to the survey questions. 
The pxapased ccinsumar quss;tionnisire specifically ac$ks 
participants qr*aastians about a label that tftey are 
reading which has been mailed to t&em at home. NCrNA t s 
September 28 # 1991 fettex fuxt&x skated, 

"The assessment of labels in an 
*unnatural' settirig could be 
different than taking [the] product 
either in the home ox at L stuxe 
shelf, The pxapased stu&y ande-r 
FTC 0274-92 is by mail and 
respondents ax8 at home-. There is 
little contra1 over wfpiom they speak 
to ox what they read. Xn addition, 
it could bs hypothesized tfnat those 
who typic.ally have used a product 
uvex a long period of timewaufd 
not be consistently reading the 
labels. But those wha are new to a 
brand of OTC mzrdii;ine w;aufd in fact 
take the time ho raa;d the *axning 
label. Jt 5s qot zSaax t&t this 
hae been worked fnto the design;" 

8. The cc~~~umer protocol, but nst the physician protocol, 
included a power analysis. Infczmation i5 naeded sn 
how the sample siza of 200 physicians was determined 
an+3 a description of the power of t&e sample. 

9. We believe that, in a c;an+zumex study oE Lzzv~el of 
comprehension and Hztention to warning labels, .a 20% 
XeveX sf imprecision is ir~appr~o~xiate, The leyaf af 
imprecision should be J.O% or Iess,~ * 9 

Based on the information cctntained in your submission, the &?ffice 
of OTC Drug Evaluation coneLudes that thcdata generated fram 
implemez-ctati6r af tti pxopased pratacals woula no* provide 
sufficient Widence ts change the sta&z~snt of identIty af bulk 
forming Xa%atives to “Fiber therqpy for IPxxqularity. ql The term 
lcFj.ba~ therapy f'or i.rregularityW implies tkat ths d33g co~re(3*~r, 
avoids, or prsvsnts irregularity; fkt our view, such claims wild 
require the submjssian of c,li.nixxl studies. Terms such a;s "Bulk- 
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forming laxative" or *VFiber laxative*9 w@en used as statements of 
identity would nut require such clinical proof because these 
terms do not imply prevention or long term correction of disease. 

Further, certain re~ufations must be considered in determining 
the statement of identity. Under tha regulations in 

421 C1FR 201.61, the statement of identity of an OTC drug is 
:limited to the establishsd name al the drug, if any, followed by 
an accurate statement of the general phaimacological 
category(ies) of the drug or the principal intond?ed action(s) af 
-the drug. The established name cf tbs d?ug is defined in section 
502(e) (3) of the Federal Faod, Mug, and Cos&mtic A& (2-t D.S.C. 
352(e) (3)) l The recogn.ized pharmasaXogiqa1 cat@gary for a drug 
ueed to relieve c~anstipatio-n is t*laxative.?f 
classes of laxatives, 

Because of the many 
and for the sake of clarificatian, a term 

describing the class to which a pastfcular laxative drug belongs 
is ~13s~ included in the monograph. Based on the regu&ations in 
21 CPR 201.62 and the tentative final mcqegraph, an example of a 
statameint sf identity for a product contaitring bran for Ithe 
relief of constipatian would be "bran'" fallowed by the term %ulk 
forming laxative,~~ i.e., the sstablishad name of the drug and its 
pharmacological ~categocry. Wherever possfk>le, the agency prefers 
ttlo use the general phamacolsgic categoric as tha statement of 
identity because infarmatkon on the principal intended action is 
pruvi&xd in the indfcaticFns. Nowaver # we might consider' 
including the term "fiber laxative" as an; optional fallcmable) 
indication for bulk-forming laxatives in the final monu~graph as 
fallows: **Fiber therapy fer relief of occasianal constipation" 
[wkich may be follawed by If{ isregularLtr)81]. 

Any comment ysu may wish to make on the above information should 
be submitted in three copies, identified with the, docket and 
comment numbers shown at ttit beginning of this letter', ta the 
Dockets PSanagement Branch CNFA-305), Food an%t AdmknistratZ;&n, 
Room l-23 1 12420 Parklawn Drive, ReckviIle, Ha 20-857. 

5% hrqe this information will be helpful. 

E. Gilbertson, Pharm. r). 
Director 
Monograph Reufew Staff 
Offrice of OTC Drqg Evaluation 
Center for Drug Evaluation and Rr;search 
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Submission to Docket No. 78N-036L (November 26,1986) from P&G, regarding directions for use of 
bulk-forming laxatives 
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B) 
jhARON WOODS TECHNICAL CENTER November 26, 1986 11511 REED HARTMAN HIGHWAY CINCINNATI. OnlO 45’24 

Dockets Management  Branch (HIPA-305) 
Food and Drug Administration 
Room 4-62 
5600 Fishers Lane 
Rockvil le, Maryland 20857 

Re: Docket No. 78N-036L ‘T '-2 - 
Laxative Drug Products for Over-the-Counter Human Use; ~5 -.: 
Tentative Final Monograph. Notice of Proposed Rulemaking: 
51 Federal Register 35136 (October 1, 1986). 

Ladies and Gentlemen: 

The Procter & Gamble Company ("Procter & Gamble") submits these comments 
to the above-referenced proposed rulemaking to amend the tentative final 
monograph (TFM) for OTC laxative drug products. As a  manufacturer and 
distributor of over-the-counter drug products, including bulk-forming 
laxatives, Procter & Gamble is directly affected by this proposal. 

Procter & Gamble supports the Agency's objective for this proposed 
rulemaking which, in effect, corrects the directions for use of 
bulk-forming laxatives previously proposed inthe Laxative TPM (50 FR 
2154). The Agency's previous posit ion that bulk-forming laxatives must 
only be t-ken "~&@&~~~&& ~~,&~$'&$&" was contrary to current:medical 
practice for routine use of these products, it significantly deviated from 
the directions for use on labels of marketed products, and it posed a 
safety risk of esophageal  obstruction if max imum levels were administered 
in a  single dose. 

As was stated in the preamble to this proposed. rulemaking, the Agency 
seeks, through this proposal, to provide sufficient flexibility to 
manufacturers to accommodate the various dosages of marketed bulk laxative 
products that have to been shown to be safe and effective. W ith this 
objective in m ind, Procter & Gamble requests that the Agency consider the 
following comments pertaining to this proposal: 

1. Clarify the Proposed Monograph W o rding To Specifically Provide for 
Both Single and Divided Doses of Bulk-forming Laxat ives 

A strict interpretation of the wording in proposed 21 CFR 334.52 may  
lead one to conclude that only multiple dosing of bulk-forming 
laxatives is permitted, to the exclusion of single daily dosing. The 
revised monograph wording now uses the term "in divided doses" in the 
directions for use. Current wording in the proposed rulemaking is 
stated (generically) as: 

"Oral dosage is up to grams daily in divided doses of 
to grams per dose."- 

- 
- 
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0 We define "divided" as meaning "separated into two or more parts." 
Therefore, according to our definition, the proposed monograph wording 
of divided doses suggests that the product must be taken in two or 
more doses. Although we believe the Agency's intent in this proposal 
is to specifically provide for both single and multiple daily doses, 
the proposed monograph wording does not. explicitly state this 
provision. 

To ensure that the amended TFM provides for both single and multiple 
dose regimens, Procter & Gamble requests clarification of the wording 
in proposed 21 CFR 334.52. The following wording is suggested: 

"Oral dosage is up to grams daily, administered as to 
grams per dose either z a single .daily dose or as div=ed - 
doses." 

This revised wording clearly establishes that both single and multiple 
doses are permitted in the monograph. Moreover, the proposed,wording 
maintains the Agency's new limitation on the the amount of active that 
can be taken in a single dose. This maximum single dose limitation 
minimizes the risk for the rare occurrence of esophageal obstruction 
which may occur if the maximum total daify dose is administered as a 
single dose. 

The newly added provision of divided daily doses gives consumers the 
flexibility needed to tailor dose regimens to their individual needs. 
Of equal importance, however, is the provision for single'daily dosing 
since label directions of several bulk-forming laxative products 
expressly state directions for use as one or more doses per day. 
Depending on an individual's response to bulk-forming laxatives, 
single daily dosing at a submaximal level may provide an appropriate 
level of effectiveness, compliance, and convenience to a portion of 
laxative users- 

2. Reassess the Dose Ranges Specified for All Bulk?Forming Laxatives 

The proposed rulemaking now establishes dose ranges for divided daily 
doses of bulk-forming laxatives. Although it wouLd be redsonable to 
calculate the ranges for divided daily doses using the effective total 
daily dose ranges specified for each active ingredient in the TFM, it 
does not appear that these divided dose ranges were established on 
that basis. 

In particular, we note inconsistencies in this proposal pertaining to 
the minimum doses specified for the divided dose ranges of actives. 
For psyllium products, the newly established minimum divided dose (2.5 
grams) specified in this proposed rule corresponds to the minimum 
effective daily dose specified in the TFM. For all other actives, 
however, the newly established minimum divided doses do not correspond 
to the minimum effective daily doses specified in the TFM. The 
following table illustrates this point: 
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Comparison of Dose Ranges Cited 
in TFM and in this Pronosed Rule 

Active 

Bran 

Effective Total Daily Dose Divided Dose Range 
Range Cited in TFM Cited in this Proposal 

(Gratis/Dose) 
Minimum Maximum Minimum Maximum 

6 14 1 7 
Methylcellulose, etc. 4 6 0.45 3 
Karaya 5 10 3.5 7 
Malt soup extract 12 64 3 32 
Polycarbophil 4 6 1 1 
Pspllium 2.5 30 2.5 7.5 

The minimum divided doses specified for all active ingredients except 
psyllium are below the established minimum effective total daily dose 
cited in the TFM. For some actives such as bran and methylcellulose, 
the minimum divided dose is approximately one-sixth to one-tenth of 
the TF'M's minimum effective total daily dose. Whether these actives 
are administered as a single dose or in multiple doses, the potential 
clearly exists that all actives, except for psyllium, could be 
administered at subtherapeutic dose levels. For example, according to 
the table above, directions on bran products could specify dosing for 
five times a day with 1 gram/dose, without even reaching the minimum 
effective total daily dose required for a laxation benefit (6 
grams/day). 

Procter & Gamble requests that the Agency reassess the method by which 
the minimum divided doses were determined in this proposed rule and 
consider the possible consequences if monograph conditions are 
established for dose levels that have not been shown to be effective. 
We submit that the method used to derive the minimum divided dose for 
psyllium products ought to be equally applied to all other active 
ingredients. 

3. Delete the Psyllium Total Daily Dose Limitation 

Procter & Gamble goes on record to support the previous objections 
filed on June 14, 1985, by Paul M. Hyman of Hyman, Phelps and 
McNamara, P.C., on behalf of Searle Pharmaceuticals Inc. and Rydelle 
Laboratories, Inc., and on June 13, 1985, by The Proprietary 
Association, which pertain to the total daily dose limitation placed 
on psyllium products. In spite of these previous objections, the 
Agency in this proposal continues to placela total daily dose 
limitation on psyllium. 

Furthermore, whereas the Agency previously specified in the,TFM that 
there is no maximum daily dose limit for bran (50 FR 2154), the 
proposed rule does not carry this same exemption for bran (51 FR 
35137). Placing daily dose limitations on either bran or psyllium is 
contrary to the Laxative Panel's recommendation that "it is 
unnecessary to impose a specific daily dosage limitation at this time" 
for either bran or psyllium products (40 FR 12906 and 12908). 
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We believe it is imprudent to restrict the intake of dietary fiber 
from any source in the context of total dietary management goals. 
Mr. Hyman's June 14, 1985, submission to the Agency prov.ides 
scientific evidence that a limitation on the daily intake of dietary 
fiber would be ill-advised in view of the recognized health benefits 
provided by an adequate daily intake of‘fiber. 

It is recognized that the Agency must establish appropriate labeling 
conditions for psyllium and bran in the OTC Laxative monograph, and in 
doing so, it must specify effective dose ranges for that ingredient. 
For psyllium, the effective daily dose range is 2.5 to 30 grams; for 
bran, the effective daily dose range is 6 to I.4 grams. These ranges 
establish the amount of bran or psyllium needed in a day to obtain a 
laxation effect. However, effective daily dose ranges of fiber 
products should not be equated to a maximum level of total daily 
intake- The effective dose ranges for laxation should not be used to 
limit the intake of fiber for those people who, because of inadequate 
food sources of dietary fiber or for other needs, may require 
additional fiber in their diet. Thus, the monograph should be written 
without the implied language suggesting Limitations on psyllium or 
bran use, and we recommend the directions for use be amended to 
correct the implied limitatfon. 

For psyllium products, we request the dfrections for use in proposed 
21 CFR 334.52(d)(7) be amended to the following: 

(7) For products containing any psyllfum ingredient identified in 
Section 334.10(f). Adults and children 12 years of age and over: 
Oral dosage is up to 30 grams daily, administered as 2.5 to 7.5 
grams per dose either as a single daily dose or as divided doses. 
There is no maximum daily dose (emphasis added). Child,ren 6 to 
under 12 years of age: Up to 15 grams daily in single or divfded 
doses of 2.5 to 3.75 grams per dose. Children under 6 years of 
age: Consult a doctor. 

This language is the same as the Agency had previously provided for 
bran products in the Laxative TFM (50 FR 2154). 

Procter & Gamble gratefully acknowledges the Agency's response to 
industry's request to amend the directions for use previously specified in 
the Laxative T'FM. We trust that the comments .provided in thissubmission 
will assist you in establishing safe and effective monograph conditions 
for bulk-forming laxative products. 

Sincerely, 

THE PROCTER & GAMBLE COMPANY 
Health and Personal Care Division 

u Judy A:'McMullen 
Professional and Regulatory Services 


